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(57) Abstract 

A compound represented by general formula [I] or a salt thereof, being extremely reduced in the dccomposability by gastric 
juice as compared with other known ciythromycin derivatives and having an excellent activity of promoting the movement of di- 
gestive tracts, wherein R, represents hydrogen or acyl; Rj and R3 may be the same or different from each other and each re- 
presents hydrogen, hydroxy, acyloxy or amino, or alternatively R2 and R3 are combined together to represent »0 or 
«NOR,o, wherein R|o represents hydrogen or lower alkyl; R4 represents hydrogen or lower alkyl; and Y represents 
-NRsR^ or -N + R7R8R9X*, wherein R5, R^, R7, R3 and R9 may be the same or different from one another and each repres- 
ents hydrogen, optionally substituted lower alkyl, lower alkcnyl, lower alkynyl or cycloalkyi, or a 3- to 7-membered hetero- 
cyclic group containing oxygen, nitrogen or sulfur as the heteroatom, and X represents an anion, provided that a pair of R3 
and Rft and a pair of R7 and Rg may be each combined with the adjacent nitrogen atom to represent azacycloalkyl. 
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ab*;i/x^;u7^y5 9 7iiig^^«J;a*3-^nD-l -7'7->'4 
5 6iiig^SD;lT6 O'CZX A 0 I^^B1g|^i^L/c, filJStli?!^ 
20 SiL/u^x ^ a D *;i^AT?&f?L. tK ck 0^ IS IP tK T tJfe 

- imm^i^: ^ a D * ;b A - ^ y - ;u - il 7 y ^ 7 Ti-; 

( 2 0 0 : 1 : 0. 1 ) ) iZX^mLx[3 - 7' r y - 2 - ^ 
25 -y;i'-12-0->^;u-l + y - 8, 9-7ybr' 



wo 93/24509 



PCr/JP93/00702 



5 



10 



15 



20 



30 



ai'jxn-7^->yA 6. 9 - ^ ^ ^ - (^^^^ 2 8 ) 
CDefel8*8 1 nig (iR^2 5 %) ^^#/c. 




/ \OMe 



il-^^ 2 8 



(Hlffe^J 2 6 ) 

jb^ifel 4 (300lBg)^T•fe^^^'J ^l' 5 M in ?i «l L/ . C^'-f 

2 - ( 1 . 3 - >>* 7 ;i/ n 7' n f ;i/ ) 4 2 3 ng ^ 



;i/7 ;f y 




:^DD*;Pi.->^y--'l'-?i7y^^T7k (2 5 0 
: 1 : 0. 1 ) ) t^T^ISLT (1 . 3 - 7 d - 2 - 7' d 
t*;u) - y;i/-12-0->f-;^-ll-^ + V- 8. 9-7 

2 9) 0Sfel8*l 6 Tnig (iR$5 0%) ^il^c. 



25 



wo 93/24509 PCr/JP93/00702 




0 >r\oH 
{t^m2 9 

10 

(IISI«lJ2 7 ) 

it^^ 4 ( 2 0 0 Dg) ^ '>*^ ^;i/*;ui.7 ^ K 5 idlzmML. 

V 7* D tr ;i/ X f- ;i/ 7 $ 3 6 2 mg. 1 - 7' d - 2 - 7 

15 8 0 t tiT 1 1 I^#^H1!g«^L/co KJBtttg^^if-^uTtf^t. 

* D V h ^' 7 7 ^ - (Jgrja?i^ : n n * - ^ ^ y 

-;u-?g7y*^77K (250 : 1 :0. 1) ) lZX^mLZ2 
20 -7)Utax'}')U-yjU- I 2-0-/^)1^- I l-:*- + V- 

8. 9-7ybKnx';xav^->yA 6. 9-'N^>ri5'- 

;u (ib^ifel 3 0 ) 1 3 3 Bg (iR$ 6 3 %) ^'fl/c 



25 



wo 93/24509 PCT/JP93/00702 

32 




it^ms 0 



10 inmm2 s ] 

-1 l-:i- + V- 8. 9-7ybKDXijxa-7'fv'yA 
20 6. 9 --^ ^ ^^TiJ'-^i' ({L^ifel 3 1 ) ©efeta* 1 9 2 mg (iR 

^7 1%) ^#/Co 



25 



wo 93/24509 PCT/JP93/00702 




it^^S 1 

10 

(llil^J2 9 ) 

jS^:j?nn,-j?;i/i»-^^/-;i.-ig7y€^T7k (1 5 0 : 1 
: 0. 1) ] ^X^^LX 0 "a ^ )\, - J )\, - \ 2 - 0- ^ 

20 5'-'u-ii-;f + y- 8, %-7 ytyvx^) 7.0-7^ i/vk 

6. 9 -'s $ -ir iJ' (^b^tl 3 2 ) 2 5 0 iiig (liK 

#65%) $ ^| . 



25 



wo 93/2^ 



34 



PCr/JP93/00702 



5 



10 



15 



20 




{k^ifelS 2 



it^^A ( 2 7 8ing) =^/^J-)\^SiiilitzmUL. r h7 t 

(1 5 0 : 1 : 0. 1 ) ) H T ^IS L T 3 - r h ^ t K n 7 7 ^ 
;u-y;i.-12-0->^^^-l l-'i-^V-S. 
.Kax>;;^av^ >>yA 6. 9--5^^-''M^k^t)3 3) 

©Sfeia* 1 7 ^^^^ ^ ^^#^^0 



25 



wo 93/24509 PCr/JP93/00702 




it-^^S 3 

10 

immms i ) 

15 \tU^^=kLfzm. iJ' n D *;ui,T'l&«5 Lx tK *? «fc 0^' IS Si Ig 

^7;k (230 : 1 :0. 1) ) tiTftlSLTS-Th^tKn 
20 ^;f7i--'l'->'^l'-l 2-0-/ff-;i'-l I-;*- + V- 8. 

iit^m 3 4 ) ©efeia* 1 4 e mg (ir^ e 5 %) 



25 



wo 93/24509 



36 



PCr/JP93/00702 



5 



10 



15 



20 




it^m 3 4 



yXb K'J^^7-fe'f-v;y- 3 - ^V 6 8 2 mgfe^c);t)^i'7y* 




: ^ a a * ;w - ^ ~ •"^ 



-Jiry^E^TTK ( 2 5 0 : 1 : 0.1 ) ) ICT^glLT d" 



25 



wo 93/24509 PCr/JP93/00702 




it^%i3 5 



it^m 3 5 ( 2 3 5 fflg) ^mUS alt^Mb. A-^P"? yf^B 

20 a*;i/i.-^^y-;i/-ig7y^^77K(10 : 1 :0. 1) ) 

IZXW^LX 3 - 7 € ^ i/ J 1 2-0-^^ 1 

l-::^+y-8, 9-7ybKDiiJ?.D'7'f>'yA6. 9- 
^^^--zi/ 6) Ofifeia^^S 7Hig (iR^4 1%) 

^ it o 



25 



wo 93/24509 



38 



PCT/JP93/00702 



5 



10 



15 



20 




ib'&tl 3 6 



Cm^il 3 4 ) 

: ^nu*;bi.-;t^^->'i'-<^7y^^7;K (15 0 

; 1 : 0. 1) ) cxnmLxz-*^^^^'^-^^^''-^ 2- 

i/yA 6. 9 -'N^^yiJ'-^Mib^ifelS 7 ) oefe^*! 2 
Omg (iR$4 4%) ^iii'io 




25 



wo 93/24509 PCr/JP93/00702 




10 

(II2I^!I3 5 ] 

it-^^ i ( 2 0 5 aig) ^T-fe Y :^ V ^) idZMmLs -i 
V r D f ;i/x 5^ ;i/7 $ V 2 9 7 ng*? ^X^- V ^) 7 u / ^ y % 
n^ytyWiZ, 2. 2 - h y 7 n X ^/i' 6 5 0 iBgi&Sn;lT 

15 5 0 X^ZX-^^^t^LfZo ^^mitm^^^Lfz^ik. ^ a q 

* ^1/ T- L > *J !>' |g IP :^ ig 7j< 1? ^ ^1 L y-c o C 0 ^7 n c 

DO*;Pi.-;f:?y-;p-jl!g7y*^7;K(200 : 1 :0. 1) ) 
20 CT»ISLT2. 2. 2-h'j7;i';i-ax^;u-y;u-12- 
0->^;b-l + y - 8. 9-7ytKax'j7>D-v^ 

i/yA 6. 9 -'^ $ ^^--'i^ (^Ii^!g!l3 8 ) 0&fe$^^ 1 3 
2 mg (JR$ 5 7 %) ^^fCo 



25 



wo 93/24509 



40 



PCr/JP93/00702 



He 



5 



10 



15 



20 




AM/% 

V II V 



jb^tl3 8 



jb-^!g!)4 ( 3 0 Oiag) ^> ^ )V 1 idZ^Ub^ '>* vr 
Db';bx^;w7$ y 5 4 3i»g*Jckl>'2-3-K7*^>'aO 9 g 

: -^^-«7>'^^7;K (15 0 

: 1 : 0. 1) ) lZXnmbX2-y'^}^-y 2-0-> 

6, 9 -^$>r^-;Mib^«3 3 9 ) oafe^^e 3rag CR^ 
2 0%) ^ # . 





25 



wo 93/24509 PCr/JP93/00702 




it^^ 3 9 

10 

)Uf t K 0. 2 6 ai^^t^i/y y h y 8 4 Bg 

20 : 1 : 0. 1 ) } iZX^mi^X 2 . 2 - / =i')V7u 

-12-0->f-;i/-l + V - 8, 9-7ytKai'j 

T.aV'fi^yA 6. 9 - ^ V iJ' - -'i' ( ^L-^ifel 4 0 ) O 
18*1 2 8oig (JR$5 8%) ^%fz. 



25 



wo 93/24509 



5 



PCr/JP93/00702 



42 




OHe 



10 



15 



20 



[Hl^ 3 8 ) 



Mi ( 2 5 0 »g) vc.bv;i'6«£r.jijiL. -^^-f 

V7-nf;i.xf-;P7$y 4 5 2iDg*JJ;C>'N - ( 2 - 7* t. ^ X ^ 

;u) 7>^;M ^ K2.8 4 g^Jin^T5 o•c{c-r-BSI^i^l^^^ 



a -7 h ^' V 7 >f - t 




25 



7y^^77K (1 00 : 1 : 0.1) ) lZXmLX2- (N- 

7^;u>(^K)x^;w-y;u-i2-o-^^^i'-ii-'^ + 

(ib^'fe)4 1) ©efelS*l 9 0»g (iR^6 1%) 

/v 0 

^t^!g5 4 1 (1 9 On«) ^p^^y-^fSfflfit^itiiSt. 4 0% 



wo 93/24509 PCr/JP93/00702 

43 

ISS^t h 'J ^J^-^nmL. ?iJ|^®it/c. Whhfz^^^iy 
J -)U-i^7 y=t^7ii(. (15 : 1 : 0. 1) ] IZXn^LZ 2 

9-7ybKDiy:;^nv^i/yA 6. 9--^^^^-;i/ 
(^ti^tl4 2 ) ffldfelS*! 1 4iiig (JiZ$7 0%) ^^l/c. 




{b^!fel4 2 

(llife#iJ3 9 ) 

4 (200iiig) ^T-feh^hU^wSzuiiuifJ^L. i/'-f 

V7'Df;n^;P7^y3 6 2 mg^ J::,rJ> a - ^ u a y ± y 1 

/c^> jJ' o a*;i/i»Tl&l?L. *f <k a' IS ftl Ji tK T ^^fe ^ L « 

25 1 : 0. 1 ) ) T fUS b T 2 - t + 7 r D tr - / ^l' - 1 2 - 



wo 93/24509 



I>Cr/JP93/00702 



5 



10 



15 



20 



44 



0_>f.;i,-il-* + V- 8.b f y ^ T 
ems (1R*9 1 %) 




il^^ 4 3 



[||l!il6^J4 0 ) 



it-^^i 3 (1 7 5Big) ©/^y-^i'Bfflfi^iiSc. r^r^ 




: ^ a D * - > ^ - ■'^ 



-^g7V^-T;K(70:l:0.1))r.TflMLT2-tK 



25 



wo 93/24509 PCr/JP93/00702 

45 




10 

iummA 1 ) 

15 ^aar-fehT^ V 1 b 0 m'iMpiX b 0 'CIZX -f^^ii ^ b 

20 -ji7 ^7* (60 : 1 : 0. 1 ) ) ZZ^mtZi} 

-^ifel 4 5 ) CDafeia5fe 1 4 liiig iWB 8%) 



25 



wo 93/24509 PCr/JP93/00702 




it^mA 5 

10 



it^%i ( 6 0 5 ag ) ^ i/' > 5" ;P * ;u 7 ^ K 6 rofi L s 

7 r D t: ;i/ X f - 7 $ y 1. 0 9 g J; c>' v 7* 5" ;u 7* a ^ 

15 K 3. 4 8 g ^MplX 5 0 "C T-S ^H1fiS^i^ L/co 

J3K®SL/c^. D o *;ui.T'^IR tK 0^' ma t tK T 

^^^©4 Lift:, '^hixfzmm^i^^) 0-7 y 7 

20 ;K (300 : 1 : 0) ) {:T^SSLT'f7 7'f-;u-y;i^-l 2 
-0-/^;u-l + 7 - 8. 9-7ytKni'j7.D-? 

^>>yA 6. 9 --»$'!rj5'-;b (il:^!g!l4 6 ) 0fifel^^3 
1 0 mg (JR^ 4 7 %) 



25 



t 

* 



wo 93/24509 PCr/JP93/00702 




4 6 

10 

luti&mA 3 ) 

it^^ 1 3 (2 0 0iiig)^^^y--'^7ffl£tiiij!ILs a. a' 

- iPy )vt nr-fe h y 3 8 4 mi^^'(}'>7 J i\f.%\t\t^^f y 
15 V 'i? 1 8 0 mg^ s^;iTl^a^:T-B^B1il^i^L^c, 5f5?Stt 

?iii£®iL/i^s iJ' D n*;i/AT'#iKLN ;^ <fc a' l§ S3 S 7l; 

T'?*?^tfc. CCD:? D D*;i/i»?i^S$li7klS^t h »J '^^ ATlg 

20 7 7K ( 2 5 0 : 1 : 0. 1 ) ) JTT^ISLT ( 1 . 3 - •>'7;^:i■ 

a-2-7*Dt.•;l/) -v^V/l'-12-0-^f-^l'-l + 
7-8, Q-rytKoxyxav-fi/yA 6. 9-'^^'lr 
^-ii- (iL^ifel 4 7 ) ©efel9* 143lIlg(liX^64%)^^# 

/Co 

25 



wo 93/24509 



48 



PCr/JP93/00702 



5 



10 



15 



20 




OHe 



imm^i 4 4 ) 

it-^^ 1 3 (4 0 0iiig)^>^>'-''HOMK:iifi»L. 3- 



1 : 0. 1 ) ) CT^ISLT 3 - i^^^l'-'>V - 1 2 - 0- 
1 + V - 8, 9-7ytKaiiJ7.DV'fi/y 

({b^ife) 4 8 ) (Z)6fel&* 1 9 4 mg 



A 6 . 9 -'^ ^ 



25 



(iR^ 4 4%) <&#/c. 

^li^ifel 4 8 ( 1 9 4 Bg) h ^ h U ^1^6 aiec:iS)iL'^ * 

;i/i.7;i/r t 2 1 6 mg 4s <fc l^' 7 y ;Ktibli tt b 'J ^ 



wo 93/24509 



PCr/JP93/00702 



5 



49 



*n:feS7k-C^?^ U^c, C o D * ;p i» ?i i& *| ;!K Igg M t h 'j 



7 y=t:^7 7k (150 : 1 :0. 1) ) iZXW^LZ 3 -^y^ 
;p->';p-12-0->^;i/-l l-;*-^^V~8. 9-7yt 
KDX'j;^D-7W>'VA 6. 9-'N$^^-^i/(^b'^!fei4 9) 
©fifelS* 1 5 4iiig (iR$7 8%) 



10 



15 




it^m 4 9 



OMe 



20 



25 



it^^^ 13 ( 5 0 Oaig) ^v^;' ^;i/*;i/i^7 $ K 5 oIllzmM 



I. y 7* a tr ;p X 7 ^ :^ 4 6 1 ig*^ J; 0^' 1 . 5 - i^' 7* 



t 

4 
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50 

€ ^7 7K ( 3 0 0 : 1 : 0 ) ) ZX^mbXr ii//^)\^7 ^ 
J ) _3' -k-^iji/V-l2-0-;«f-ii/-l + V- 

8, 9-7ytKDiij7.n"7'fv/>'A 6, ^ -^^b" ^ - 
5 {M-^^ 5 0 ) ©efeia* 1 8 4iig (iR$3 3%) ^#/c. 



10 




0 



CHIIi^H 6 ) 

•fb-^ife 13 ( 4 0 Onig) ^ -'I' * -'I' 7 § K 5 MC^tiM 

L X 'f y 7* a b* ;i/ i ^ 7 ^ y 3 6 9 mg c); (!>' 1 . 4 - 7* 
20 n q£ y 1. 8 5 g i^jD^T 5 0 X ZX-'%'^\t A,Lk . KB 

L/^c^. ^ n a *;i/i^Tflfi Lx tK *J d; a' ^ |0 :^ 

25 ^^77K ( 6 0 : 1 : 0. 1 ) ) CT^ISLTr ( ^ ^ 7 



wo 93/24509 PCr/JP93/00702 

51 

J ) - 3' -fay-;y-i2-0-/^;u-ll-:t + v- 

iy (^b^ifeS 1 ) ©a fits 5^1 2 4iiig (iR^2 9%) 



10 




^IS^!fe)5 1 

15 (IIJI^J4 7) 

/c^x ^ n D tK IS ID :t IS 7k T ?l^ L . 

BfljilS^: ^DD*;i/i»-/^/-;i/-jg7y^-7* (4 0 : 
1 : 0. 1 ) ) T t ^ L T 4 " - T 4^ - 4 " - 7 $ - 1 
2-0->^;i/-l l-:*-^V-8, 9-7>'bKDiy7.a 
25 v-f>>yA 6. 9 - $ >r - ;b ( ^t^ifel 5 2 ) © fi feiS^. 



wo 93/24509 



PCr/JP93/00702 



5 



10 



15 



20 



52 



1 2 3iiig (iR^2 5%) 




-(fc^ife) 5 2 



{1:^^ 2 2 ( 2 0 0 Bg) ^;t^y-;H Offlel::5i«IL.^ ^f-' 




-ii7y^^7;K (40:1: CI) ) ZXn^l^tA' -r 

-8. 9-7ybKox'J7.ov^->yA 6. 9--^^^ 
-)V (^fc^U5 3) OdfelS^l 0 90g (iR$5 3%) 



25 



wo 93/24509 PCr/JP93/00702 




it^^b 3 



iUtS^m 4 9 ) 
10 ^b^ife) 24 ( 4. 90g) $1. 

7Kif^T> / f-)iy7 ^ ^ t: y y 8. 5 g <!: y y + 

;i/ ** - 71^ a y K 8. 0 JE£^Sn;l. ^COtt 1 fel ^ L 

p*;i/i»->^y-;i/-ii7>'^-77K (7 0 : 1 : 0) j 
Xmmirn - T / ^Ji^ - 2 ' - 0. 4" - 0. 3' -N-h 

'J X ( y ;i/ + * ;i/ ^ ;P ) - i l - t^y - S . 9 - 

20 TytKnx'jXDV^i/yA 6. Q - ^ ^ Y ^ - )U i^t^ 

A) ©efetS^l. 3 8 g (iR$l 8%) 
ib'&lilB 4 ( 6 0 OBg) 0v^> f-^U^^l'i^? $ K 1 0 JB2?il 

cJ; •5jbxf-;i/ 0. 0 8 5 ffl£^Sn^-C 1 Bt fel ^ If L i/'c o SJ£?S 
25 iC|S|a^^7K#t h U i.7k^jD;i. ilF^x^^^T-aai L/C. 



wo 93/24509 



PCr/JP93/00702 



5 



10 



15 



20 



54 




53 



;i.-ii7 ^7 7K (10 0 : 1 : 0 ) ) ZX^^btl^-T 
/^,U-2' -0, 4" - 0. Z' -K- h^} ^ i-<yi^'^^ 
4 i/* - 1 2 - 0 - i^^^ - 1 1 - - 8 . 9 



•^!fe|5 5) £Dafel8* 3 05Bg(iR^53%)^^trc 



w 0 



jb^!g5 5 5 ( 3 0 Oiiig) ©X^y -il/8Jiifi??tK:. 1 0 
L/C* Jh^i'i^T^l'T t Kt 2 2 8 aig^jDA.T> Tkt 

ji:^aD*;^i^-;^^^-''l'-t7y^^77K (4 0 : 1 : 
0. 1) ) ZXnmiri 2-0-x^}\^- I l-* + V- 8, 
9-7ytKax'j7.a-7.^i/yA 6. 
(|t-^!gD5 6 ) ©efe^5fel 4 6iiig (iR$7 4 %) 



w e 




25 



ii^m^ 6 



wo 93/2^ PCr/JP93/00702 

55 

{L-^t) 5 4 ( 2 I 9 vss) (D X/ / ^ 7 k Y 3 

^K?&Tx i^Mitf V') tJJ^ 1 2 ttgmatfzo 1 5 ^fSfiW'ik. 
-<yi/)uy'u k K 0. 0 4 1 id=im:^X 1 ^fii^W L/ /c o 

y (1 : 2) ) i:T?ISSl/TN-TV^-;i/-2' - 0. 4' - 
10 0 , 3 ' - N - h y X ( -O- i^* ;i/ + * ^ ^i' ) - 1 2 - 

0-'<;>''>';i/-l i-:t + v- 8, 9-7ytKDxy:;^n-7 

'fi^yA 6. 9 - $ ^ (^L^tl 5 7 ) ® efelS* 1 

7 9iiig (JR$7 5%) 
{I:^'fel5 7 (1 7 5iiig)0x^y-^i'4ffle^tir> 10% 
15 7'>'';;i»^S2 7Big^Jn;lT. TKS^itTs ^^StrT-lfeMJ^ 
L • 0 © •& N * ;u i» 7 ;i/ T K ?S 7 l mg ^ jDD ;l T . tR ^ ^ 
iST. $ ^>ir 8 itPam^L^c. SJSjS^'iilL. rili^^iL 

:^Da.+v;i/i*->^>'-;i/-i|7y^-77K (7 0 : 1 : 
20 0.1) ) j:TftlSLT12-0-'<yi/';u-l + V - 8. 

9-7ykKDxy7.n-7>i'>yA 6, 9-'^$'!ri7-;u 

({b'&Jfei 5 8 ) Odfel9* 1 2 Img (JR^^lfi^) ^11 /Co 



25 



wo 93/24509 



56 



{1^^% 5 8 



PCr/JP93/00702 




OHe 



10 



15 



20 



1 b^U 




it^mbi ( 2 6 4 .?) 0i;>^;^*il'i^7^ K3«£^iti^. 
tClSW^^^tt MJ'^^i^TK^jD^l. @^^xf-;wT'ttliSt/c, 



y (1 : 2) ) i;T^ISLTN-t>^^^-2' -0. 4" 
0 . 3 ' - N - f 'J 5^ ( y i'' + * ^''** ^ ^ " ^ ^ ~ 



25 



3 3 mg 4 8 %) 

it^^b 9 ( 1 3 Snig) ©XrJ^y -;i'4 fflt^iSt::. 1 0 

^i;^i.^t2 Offlg^Jw;iT. TKt^fiST. mi&i:T-Bj&§Jt# 



wo 93/24509 PCr/JP93/00702 

57 

:r?DD*;pi,->^/-;U-jg7y:E-7;K (7 0 : 1 : 
0. 1 ) ) T ^IS L T 1 2 - 0 - 7* D k*;i/ - 1 1 - + V - 8 . 
5 Q - 7 y t \r u X ^) -7 y y A 6. 

(fH^tie 0 ) £Dfifel8^8 Oing (iR$9 1 %) ^#^Co 




^b-^ife) 6 0 

15 

it-^^ 6 (10. 5g)®v''j?aa>^y70 idi^miZ. f 'j 
y 4. 5 si^^Zfmt&mz 6 Mi^SD;i. ^SCT 2 HirBljffilf 

•7 \ ^ A - iWWi'^^ ' Q D - ^ ^ (2 5 

0 : 1) ) {uT^iiLT-fvrnt:;i.-/;u-2' - 0- 7t 
^;i/-12-0->^;b-l l-:*- + V- 8, 9-7ytKn 
25 i 'J 7> D -7 •> y A 6. 9 - $ >r ^ - ( 6 1) 0 



wo 93/24509 PCr/JP93/00702 

58 

efelS^a 5 g (iR$7 6 %) =^ntzo 

iMMmb 3 ) 

it-^^B 1 (8, 5g)®v/*^Dn>^y70 mlLW^lZ. i/ / 
^ ;i/ 7 5 y b* V y 5. 2 0 g i 1 , 1 ' - -5^ * ;w - ^l' v/' -f 

5 $ ^'•/-;W6. 3 3 g i^irajlT. l2ai;:T 3 Bm^WLfz, KB 

MA^Wif h 'J '^^Tl^jtLs ^I^nrc^it 
10 y y - ;b ( 4 0 0 : 1 ) ) T L T -f V r n f - y ;u 

_ 2 ' - 0 - 7 -fe ^ ;u - 4 " - 0 - 5^ * -'P *' - ^ ^' '/ U 
2-0-;f5^;i/- 1 l-:t + V- 8. 9-7yt Kni 
'jXa-T-fyVA 6. 9 - ^ -^r ^ - -'1/ ( ^t^ifel 6 2 ) © 3 

fe|ji*7. 5 0 g iUmi 7 %) 
15 {b^tl 6 2 ( 3 5 0 Bg ) . h 'J 7 i :i X X b K 'j K 2 4 3 

mg ck 0^* a . or ' - 7 V tT ( .f y 7* ^ n ^ h U ^l' ) 1 3 ingO 

20 n y-c ^ U * y a -7 h 7 7 - ( M^l : X 

;i/ - + -9- y (1 : 2 ) ) T ft IS L T V 7* 13 b* ;b - y ;u 
-2' - 0- 7•fe^;^-4" -r:!i-+'>-12-0-;«5'^u- 
ll-:*-^^V-8. 9-7ybKax'JXaV'<'>yA 6. 
9_^5>rjJ'-;i' (^k^ifeie 3) ©Sfefa^. 1 5 Bug (JR^5 



25 2 %) ^^l/c 



^ o 



wo 93/24509 
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5 



10 



59 

it^^ 63 (1 53iDg)tiy^/-;u3Hfi<!:i'*^nn^^y 
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